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and daily life, but the treatment is often focused on skin symptoms rather than the effects; these symptoms can have on the individual's QoL. This often leads to unsatisfactory management of the disease. Patient-related outcomes are important to be looked at in the treatment for urticaria. [8] Homoeopathic treatment focuses on patient as a person, at the same time take into consideration his/her pathological condition. There has been growing interest in the use of Homoeopathy in various dermatological disorders. [9, 10] In homoeopathic literature, Kent repertory has 101 drugs under rubric-Skin, eruptions, urticaria, [11] Boger-Boeninghausen repertory has 75 drugs under rubric-Skin, eruptions, urticarious (nettle rash), [12] Boger's Synoptic Key presented 11 drugs under-Skin, eruptions, urticarious, hives, wheals, etc., [13] Boericke's Repertory under urticaria (hives, nettle rash) has 54 drugs, [14] Knerr Repertory of Hering Guiding Symptoms has 61 drugs under-Skin eruptions, urticaria (nettle rash, hives), [15] Clarke in 'The Prescriber' under nettle rash (urticaria) has given 10 drugs. [16] Despite the promising results with Homoeopathy, scientific evidence of its effectiveness for CU is scarce. In the present study, the authors performed a clinical observational study to evaluate the effects of homoeopathy in patients suffering from chronic urticaria.
Primary objective
To evaluate the effectiveness of homoeopathic remedies in improving QoL of CU patients.
Secondary objectives
1. To verify the characteristic symptoms of useful medicines 2. To prevent the progression and relapse of CU 3. To identify the relationship between QoL of patients and activity of CU, if any.
methods

Study design
This was a clinical observational study on 70 patients in the treatment of chronic urticaria. The patients were screened from January 2015 to June 2016. SPSS verison 19 IBM SPSS Statistics, United States.
Setting
The study population consists of patients attending the Outpatient Department of State Homoeopathic Dispensary, Ahmadpur, Aligarh, Uttar Pradesh, India.
Participants
The study comprised both male and female patients clinically diagnosed with CU, characterised by erythema and itchy lesions occurring for a period of 6. The study excluded patients with acute urticaria, angioedema with no urticaria, urticarial vasculitis and associated psychiatric diseases. All patients provided written informed consent.
Selection of medicine
Patients were interviewed and examined for matching patients' symptoms with the homoeopathic medicines. Each individual patient was prescribed a single homoeopathic medicine (selected considering mental generals, physical generals and particulars) at a time in three doses a day (one dose comprises four globules medicated with indicated medicine) and documented in case recording format.
Intervention
Each medicine was first given in 30C potency. Patients were followed up at an interval of a week or early if required. To avoid the 'rebound effect' (body's exaggerated response to removal of drug), the same conservative regime was continued for 1 st week or till improvement starts. If the condition improves, patients were advised to take drugs on alternate days from the 2 nd week and twice a week from the 3 rd week, followed by once a week before stopping the medicine. Tapering varies from patient to patient and is tailored as per the individual needs, or lengthening of amount of time for reducing of dose depends on the patient's response. If any obvious triggering factor was identified from the history, it was eliminated wherever possible, e.g. specific food. Treatment with aspirin, non-steroidal anti-inflammatory drugs and codeine were stopped, and physical triggers such as cold and heat were avoided wherever possible. Thyroid disorders and underlying infections were treated. Patients were advised to keep a symptom diary, and were advised to note any triggering factor (physical) for rash to identify a physical trigger for rash. Patients were assured that in most of the cases, there is no serious underlying medical problem causing rash. There was no adjunctive therapy given (e.g. counselling and psychotherapy); however, the authors discussed the problem faced by the patients during the follow-up, if required.
Treatment and follow-up
Follow-up visits were carried out weekly for first few months, fortnightly in cases of well controlled and monthly in urticaria-free cases. In case of acute condition, the consultations are made at 3-5 days of interval or early if required. Patients were followed up for a minimum period of 12 months. Effect and outcome of urticaria were noted and evaluated on the following criteria: eruptions (frequency, duration and intensity), itching (frequency, duration and intensity), burning sensation, heat of the part and provoked by causative factor or not.
Outcome
Health-related QoL of CU patients was calculated by CU-Q 2 oL (CU QoL Questionnaire), a questionnaire developed by Baiardini et al, [17, 18] It is a validated specific questionnaire to evaluate health-related QoL in CU. It is a self-administered 23-item questionnaire, where patients have to indicate, on a Likert scale with multiple options (1: not at all, 2: a little, 3: somewhat, 4: a lot and 5: very much), how much they have been troubled by each problem, with higher scores indicating worse QoL. It has 23 items, grouped into six QoL categories associated with urticaria: pruritus (2 questions), swelling (2 questions), life activities (6 questions), sleep (5 questions), limits (3 questions) and looks (5 questions). The CU-Q 2 oL was filled by patients on the first appointment (within a week) and then again at 3, 6, 9 and 12 months. The changes in variable from one category to the subsequent lower one was considered as significant. Disease activity was calculated using average UAS7. [19, 20] It is based on the assessment of key urticaria symptoms (wheals and pruritus). It is suitable for the evaluation of disease activity by urticaria patients and their treating physicians. The activity of CU was further classified as urticaria free (0), well controlled (1-6), mild (6) (7) (8) (9) (10) (11) (12) (13) (14) (15) (16) (17) , moderate (18) (19) (20) (21) (22) (23) (24) (25) (26) (27) (28) or severe (28-42) based on the UAS7 score. [21] To summarise, CU-Q 2 oL measures impact of disease on patients' QoL, and UAS7 measures activity and severity of disease, both were recommended by EAACI/GA 2 LEN/ EDF/WAO urticaria guideline. [7] The data related to these questionnaires were collected at baseline and 3 rd , 6 th , 9 th and 12 th months.
Study size
As this was a clinical observational study, the sample size was not calculated. Patients who reported under the screening period and fulfilled the inclusion criteria were enrolled.
Statistical methods
Statistical analysis was performed through SPSS version 19. Descriptive analysis were used in the clinical and demographic characterisation of patients enrolled. Missing data were replaced by the last assessed value as per the last observation carried forward method under intention-to-treat (ITT) principle. One-way repeated measures ANOVA was applied to compare the CU-Q 2 oL and UAS7 means at 3-month interval, Effect size was also calculated to assess the effects; P < 0.05 was considered statistically significant.
Results
A total of 134 patients were evaluated and 70 were diagnosed with CU. Of these, 62 patients completed the follow-up of 1 year. Eight patients did not complete the follow-up.
Flowchart of the study is provided in Figure 1 .
Descriptive features of participants
Out of 70 patients analysed under ITT, 26 were male and 44 were female. 62% of CU cases were females; the reason for this could be that women are likely to have more sensitive skin and mental consciousness towards the symptoms of urticaria and more influenced by alteration in appearance. 44.25% patients were from 21 to 30 years of age and thus prone to decreased productivity because of illness. The baseline information of all patients along with duration of illness, activity, kind, duration and activity of CU are summarised in Table 1 . Thirty-two (45.71%) patients had chronic spontaneous urticaria (CSU), 20 (28.57%) patients had inducible urticaria (CIU) and 18 (25.71%) patients had urticaria which was spontaneous and inducible both (CSU and CIU). The mean CU-Q 2 oL score at baseline was 65.71 (12.28) . UAS7 scores at baseline reflected, 24.28% patients had CU of mild activity, 52.85% had CU of moderate activity and 22.85% had CU of severe activity. The activity of disease during treatment is presented in Table 2 . Associated complaints along with urticaria symptoms are listed in Table 3 . Headache, joints pain and gastrointestinal problems such as constipation were most common associated complaints found, followed by upper respiratory distress, uterine complaints and urinary tract infections.
A one-way repeated measures ANOVA was calculated, comparing CU-Q 2 oL scores with the Greenhouse-Geisser correction determined at 3-month intervals and a significant effect was found (F [2.45, 169.46] = 260.89, P ≤ 0.000, partial eta squared = 0.791). The mean CU-Q 2 oL score at baseline was 65.71 (standard error [SE] 12.28), which was reduced to 47.46 (10.11) at 3 months and 38.17 (9.81), 34.15 (8.91) and 31.50 (7.32) at 6 th , 9 th and 12 th months, respectively (P < 0.001).
The maximum impact on CU-Q 2 oL was seen in first 3 months (mean difference between baseline and 3 months = 18.25, standard error [SE] = 1.13, 95% confidence interval [CI], P < 0.0001). The minimum difference in means was seen in CU-Q 2 oL scores of 9 th and 12 th months (mean difference = 2.92, SE = 0.80, P < 0.005). Repeated measures ANOVA result for 3 rd , 6 th , 9 th and 12 th months for UAS7 score is F (1.95, 135.16) = 127.03, partial eta squared = 0.740, P < 0.0001. The mean UAS7 score at baseline was 25.23 (SD 10.09), which was reduced to 14.27 (5.56) at 3 months and 10.24 (4.90), 8.77 (4.87) and 7.16 (5.02) at 6 th , 9 th and 12 th months, respectively (P < 0.001). A correlation Table 5 shows a list of of homoeopathic medicines prescribed for patients in the study. Apis mellifica was given to highest number of patients (n = 10), followed by Natrum muriaticum (n = 9), Rhus toxicodendron (n = 8), Sulphur (n = 8) and Dulcumara (n = 7). Change of medicine with reasons thereof is given in Table 6 . Two patients who were prescribed Dulcamara at baseline required a change to Pulsatilla at the 7 th month and Rhus toxicodendron at 9 th month, respectively, while two patients who were prescribed Apis mellifica at baseline required a change to Natrum muriaticum after 6 th and 10 th months, respectively. These patients required a change of medicine at various time points because either they remained status quo of their symptoms or presented with different symptom picture. The same remedy was continued for the entire course of the study in 58 patients (eight did not complete the follow-up of 1 year). Medicines were prescribed as per mental general symptoms, physical general symptoms, particulars and other symptoms. There was no significant sign of deterioration or homoeopathic aggravation. Two patients who had urticarial eruptions only on lower limbs, both of them were given Ledum palustre, showed remarkable improvement with this remedy. CSU: Chronic spontaneous urticarial; CIU: Chronic inducible urticarial; UAS7: Urticaria Activity Score for 7 days; SD: Standard deviation; CU-Q 2 oL: Chronic urticaria-quality of life questionnaire coefficient and P value has to be mentioned. Patients with higher UAS7 score were found to have a higher CU-Q 2 oL score. The declining trend of CU-Q 2 oL corresponds with a decline in UAS7 scores [ Figure 2 ]. Changes in various items under CU-Q 2 oL questionnaire are summarised in Table 4 .
discussion
The main results surfaced from this study are: • QoL of CU patients was correlated with the activity of disease; more is the activity of disease, worse the QoL • There was a significant improvement in QoL, in patients treated with homoeopathic remedies • The objective to prevent the progression of CU was achieved in all patients • There were least side effects with homoeopathic medicines; drug side effect mean as per CU-Q 2 oL questionnaire was 2.44 (1.05) at baseline, which was reduced to 1.24 (0.65).
Individualised homoeopathic treatment was associated with significant alleviation of urticaria symptoms, enabling the reduction in the use of conventional treatment. There was a significant reduction in the activity of CU after the treatment.
This study, to the best of our knowledge, is the first clinical observational study to assess the QoL of CU patients with homoeopathic treatment. Here, the study is based on the patient-related outcomes, rather than biomarkers.
The results from the study supplement rather challenge the findings of previous studies on CU. CU was once considered as manifestation of idiosyncratic reaction to food, food preservatives or dyes. The authors did not find any support to this theory in their study, which is consistent with the works of Kaplan [22] and Perera and Sinclair. [23] Another dictum that detailed history is usually sufficient to establish diagnosis and type of urticarial [7, 23, 24] was found effective.
Itamura, [25] in his work on chronic skin diseases on sixty patients, reported about six CU patients and evaluated them on Glasgow Homoeopathic Hospital Outcome Score (GHHOS), now renamed as Overall impact in daily living (ORIDL). The results of the two studies cannot be compared, but our study is consistent with the work, where 88.3% of 
Limitations
One major problem that arose in the study was related to completion of the questionnaire, for example, sporting activities was not regarded as relevant by patients, because >90% of patients involved in this study were not practicing sports. As it is an 'in-clinic' study and is not a blinded randomised clinical trial, there was no control group to allow assessing the change in CU-Q 2 oL scores over time in the absence of therapy, and hence, placebo and therapeutic effects could not be separated.
conclusions
Homoeopathic medicines improved QoL of CU patients by reducing pruritus, intensity of wheals, swelling, nervousness, sleep, mood and concentration besides drug side effects if any. CU-Q 2 oL and UAS7 scores differed statistically significantly every 3-month time interval with homoeopathic treatment. Significant difference was found in baseline and 12 th month CU-Q 2 oL score (mean difference = 34.14, SE = 1.65, 95% Confidence Interval, lower bound 29.31, upper limit 38.94, P < 0.001). As it was an 'in-clinic' study, there was no control group to allow assessing the change in CU-Q 2 oL and UAS7 scores over time in the absence of therapy, and hence, placebo and therapeutic effects could not be separated. The results presented in this study can be considered as a step towards a randomised control trial, which would include a larger number of patients. The same single remedy was continued for the entire course of the study in 58 patients (eight did not complete the follow-up of 1 year). Medicines were prescribed as per mental general, physical general, particulars and other symptoms. There was no significant sign of deterioration or homoeopathic aggravation Éva lua tion da ns un milieu cliniq ue typiq ue de l'utilité des remèdes homéopa thiq ues pour a méliorer la q ua lité de vie des pa tients a tteints d'urtica ire chroniq ue Objectif: Évaluer l'utilité des remèdes homéopathiques pour améliorer la qualité de vie (QdV) des patients atteints d'urticaire chronique (UC). Résultats: 134 patients ont été examinés, dont 70 participaient à l'étude, et ont été analysés selon l'intention de traiter modifiée (ITTm). Une différence significative a été observée entre le score CU-Q2oL au départ et celui au douzième mois (une différence moyenne de 34,14 avec une valeur d'écart type de 1,65, un intervalle de confiance de 95 %, P < 0,001). Une l'analyse de la variance (ANOVA) simple a été utilisée pour comparer les scores CU-Q2oL, F (2,45, 169,46) = 260,89, P=<0,000, êta-carré partiel=0,791. Apis mellifica (n=10), Natrum muriaticum (n=9), Rhus toxidendron (n=8) et le soufre (n=8) ont été les remèdes les plus fréquemment utilisés.
Méthodes
Conclusion:
Les médicaments homéopathiques améliorent la QdV des patients atteints d'UC en réduisant le prurit, l'intensité des papules, du gonflement et de la nervosité, en améliorant le sommeil, l'humeur et la concentration et en réduisant les effets secondaires des médicaments le cas échéant. Il est souhaitable d'effectuer études supplémentaires avec des échantillons de plus grande taille.
Evaluación de la utilidad de los medicamentos homeopáticos en mejorar la calidad de vida de los pacientes con urticaria crónica en un contexto clínico típico
Objetivos: Evaluar la utilidad de los medicamentos homeopático en mejorar la calidad de vida (CdV) de los pacientes con urticaria crónica (UC).
Métodos: La población de estudio consistió en lospacientes ambulatorios del Dispensario Homeopático Estatal de Ahmadpur, Aligarh, India.Se examinaron pacientes masculinos y femeninos con un diagnóstico clínico de UC desde enero de 2015 a junio de 2016. Los cuestionarios de la Calidad de vida con urticaria crónica (CdV-UC) y del índice de actividad promedio de urticaria durante 7 días (IAPU7)se cumplimentaron al principio, así como a los 3, 6, 9 y 12 meses, respectivamente. La prescripción se basó en la totalidad de lsosíntomas individuales. Mediante ANOVA unilateral de medidas repetidas (programa SPPS, versión 19), se analizaron las puntuaciones al principio y 3, 6, 9 y 12 meses tras la medicación.
Resultado: Se examinó un total de 134 pacientes de los que 70 fueron diagnosticados con UC. Estos 70 pacientes fueron incluidos en el estudio y analizados con el protocolo modificado de intención de tratar (mIDT). Se constataron diferencias significativas entre las puntuaciones de laCdVUCal principio y a los 12 meses(diferencia media 34,14 con EE 1,65, IC del 95%, P <0,001). Se aplicó un análisis ANOVA de medidas repetidas para la comparación de las puntuaciones de la CdVUC, F (2,45, 169,46) = 260,89, P=<0,000 yeta cuadradaparcial =0,791. Los medicamentos más frecuentemente administrados fueron Apis mellifica (n=10), Natrummuriaticum (n=9), Rhustoxidendron (n =8) ySulphur (n=8).
Conclusiones:
Los medicamentos homeopáticosposeen el potencial de mejorar la CdV de los pacientes con UC al reducir el prurito, la intensidad de los habones, la hinchazón, el nerviosismo, así como mejorar el sueño, el humor y la concentración sin apenas efectos secundarios. Se precisan más estudios con un mayor tamaño de muestra.
